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Rezumat

Pemfigus vulgar (PV) reprezintd o boald potential
fatald, autoimund, cu localizare intraepitelial, caracterizati
clinic prin bule flasce si eroziuni ale pielii si mucoaselor, iar
histologic prin acantolizd. Scopul principal in tratamentul
PV este controlul bolii, prevenirea recidivelor si evitarea
reactiilor adverse asociate utilizirii prelungite a cortico-
steroizilor sistemici (CS) si a agentilor imunosupresivi [1].
Pand in prezent, CS raman standardul de aur si prima
optiune terapeutici in PV, iar asocierea lor cu agenti
imunosupresivi permit obtinerea unui efect terapeutic mai
bun, reduciandu-se de asemenea si dependenta fatid de CS
[2]. Relatdm si discutam cazul unei paciente in vdrstd de
42 de ani cu diagnosticul de Pemfigus vulgar din 2018
confirmat anatomo-patologic, aflate sub terapia de
specialitate cu Medrol 8 mg/zi, medicatia asociatd
corticoterapiei si Imuran (Azatioprind) 150 mg/zi, ce se
prezintd pentru reevaluare clinico-biologicd si conduita
terapeuticd de specialitate in contextul persistentei eruptiei
buloase.
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Summary

Pemphigus vulgaris (PV) is a potentially fatal,
autoimmune disease, with intraepithelial localization,
characterized clinically by flaccid blisters and erosions of
the skin and mucous membranes, and histologically by
acantholysis. The main goal in the treatment of PV is to
control the disease, prevent relapses and avoid side effects
associated with prolonged use of systemic corticosteroids
(SC) and immunosuppressive agents [1]. To date, SC
remain the gold standard and the first therapeutic option in
PV, and their association with immunosuppressive agents
allows to obtain a better therapeutic effect, also reducing
dependence on SC [2]. We report and discuss the case of a
female patient aged 42 years with the diagnosis of
Pemphiqus vulgaris since 2018, confirmed pathologically,
under specialized therapy with Medrol 8 mg/day,
medication associated with corticotherapy and Imuran
(Azathioprine) 150 mg/day, who comes for clinical and
biological re-evaluation and specialized therapeutic conduct
in the context of persistent bullous eruption.

Keywords: pemphigus vulgaris, acantholysis,
corticotherapy, azathioprine, immunosuppressant.
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Introducere

Termenul de pemfigus provine din grecescul
“pemphix”, Insemnand vezicule sau bule si
descrie un grup de boli cronice autoimune ce
afecteazd suprafata cutanatd si membrana
mucoaselor. PV reprezintd forma cea mai grava si
cea mai des Intalnita, ce survine la subiectii cu
varsta cuprinsa intre 40-60 de ani, interesand
ambele sexe. Se caracterizeazd histologic prin
formarea de vezicule intraepidermice, datorita
pierderii aderentei celulare dintre keratinocite si
imunopatologic prin formarea in vivo de
autoanticorpi circulanti de tip igG directionati
cdtre suprafata celulard a keratinocitelor. Acesti
autoanticorpi de tip IgG (cu predominanta IgG1
si IgG4) sunt responsabili de producerea
acantolizei, fiind indreptati spre desmogleina 3,
desmogleina 1 si plakoglobina, care reprezinta
antigenele tinta. In declansarea bolii joaci rol o
serie de factori cum ar fi: expunere la UV, arsuri,
radiatii ionizante, infectii, predispozitia genetica,
unele medicamente (captopril, penicilamina,
penicilina, rifampicing, etc.) [2, 3].

Leziunile debuteazd wuzual la nivelul
mucoasei orale prin eroziuni post-buloase
dureroase cu tendinta slaba de vindecare,
precedand cele cutanate cu mai multe luni. Pot
interesa oricare parte a mucoasei orale, cu
posibild extindere spre faringe; de asemenea, pot
fi afectate si alte mucoase (esofagiand, laringiana,
oculard, nazald, genitourinard, anald). Leziunile
cutanate se exprima prin eruptie buloasa
monomorfd, constituind din bule mici, flasce, ce
apar pe pielea normald, cu tendinta la extindere
perifericd, cu semnul Nicolsky pozitiv, care
ulterior se rup, ldsand eroziuni dureroase,
acoperite de cruste, iar vindecarea se asociaza cu
hiperpigmentare post-inflamatorie [4].

Aspectele clinice prezentate, biopsia tegu-
mentului si mucoaselor (citodiagnostic Tzanck,
examen histopatologic), imunofluorescenta
directd si identificarea de autoanticorpi circulanti
sustin diagnosticul pozitiv [5].

Prezentare de caz

Relatam cazul unei paciente in varstd de 42
de ani cu APP cardiovasculare (Hipertensiunea
arteriald secundard, Insuficienta venoasa cronica
Clasa C3 CEAP), endocrinologice (Sindrom
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Introduction

The term pemphigus comes from the Greek
“pemphix”, meaning blisters or bullae, and
describes a group of chronic autoimmune
diseases that affect the skin surface and mucous
membrane. PV is the most serious and common
form, which occurs in subjects aged 40-60 years,
involving both sexes. It is characterized
histologically by the formation of intraepidermal
vesicles, due to the loss of cell adhesion between
keratinocytes, and immunopathologically by the
formation in vivo of circulating igG auto-
antibodies directed to the cell surface of keratino-
cytes. These IgG autoantibodies (predominantly
IgGl and IgG4) are responsible for the pro-
duction of acantholysis, being directed to
desmoglein 3, desmoglein 1 and plakoglobin,
which are the target antigens. Several factors play
a role in triggering the disease, such as: UV
exposure, burns, ionizing radiation, infections,
genetic predisposition, some drugs (captopril,
penicillamine, penicillin, rifampicin, etc.) [2, 3].

Lesions usually begin in the oral mucosa by
painful post-bullous erosions with a weak
tendency to heal, preceding the skin lesions by
several months. They may involve any part of the
oral mucosa, with possible extension to the
pharynx; other mucous membranes (esophageal,
laryngeal, ocular, nasal, genitourinary, anal) may
also be affected. The skin lesions are expressed by
monomorphic bullous rash, consisting of small,
flaccid blisters that appear on normal skin, with a
tendency to peripheral extension, with a positive
Nicolsky’s sign, which subsequently rupture,
leaving painful erosions, covered with crusts, and
healing is associated with post-inflammatory
hyperpigmentation [4].

The clinical aspects presented, biopsy of the
skin and mucous membranes (Tzanck cyto-
diagnosis, histopathological examination), direct
immunofluorescence and identification of
circulating autoantibodies support the positive
diagnosis [5].

Case presentation

We report the case of a 42-year-old female
patient with personal pathologic antecedents of
cardiovascular nature (Secondary hypertension,
Chronic venous insufficiency Class C3 CEAP),




Cushing iatrogen) cunoscutd Clinicii de
Dermatologie lasi cu diagnosticul de Pemfigus
vulgar din 2018 confirmat anatomo-patologic,
aflate sub tratamentul de specialitate cu Medrol 8
mg/zi, medicatia asociatd corticoterapiei si
Imuran 150 mg/zi, ce se prezintd pentru re-
evaluare clinico-biologica si conduita terapeutica
de specialitate in contextul prezentei si per-
sistentei eruptiei buloase. Debutul bolii a fost in
ianuarie 2018, fiind internatd in Spitalul Judetean
din Botosani, urmand corticoterapie in doze mari
(initial Prednison 100 mg/zi, timp de 3 sdpta-
mani, ulterior Medrol 64 mg/zi, scazandu-se
treptat doza) cu evolutia partial favorabild a bolii,
motiv pentru care a fost readresatd Clinicii
noastre pentru stabilirea conduitei terapeutice
ulterioare.

Examenul clinic actual releva prezenta unor
eroziuni post-buloase, bine delimitate, cu contur
regulat, forma rotund-ovalard, eritematoase,
acoperite de cruste sero-hematice aderente,
dureroase, pe alocuri prezentdnd bule mici,
flasce, cu continut sero-citrin, cu semnul Nicolsky
pozitiv, dispuse pe facies, trunchi si membre
(tig. 1, fig. 2); eroziuni bine delimitate, rotund-

DermatoVenerol. (Buc.), 65(4): 247-255

endocrinological nature (latrogenic Cushing
Syndrome) known to the lasi Dermatology Clinic
with the diagnosis of Pemphigus vulgaris ever
since 2018, confirmed anatomically and patho-
logically, found under specialized treatment with
Medrol 8 mg/day, medication associated with
corticotherapy and Imuran 150 mg/day, who
comes for clinical and biological re-evaluation
and specialized therapeutic conduct in the
context of the presence and persistence of the
bullous rash. The onset of the disease was in
January 2018, the patient being hospitalized in
the County Hospital of Botosani, where she
received high-dose corticosteroid therapy
(initially Prednisone 100 mg/day for 3 weeks,
then Medrol 64 mg/day, gradually decreasing
the dose) with partial favourable evolution of the
disease, which is why she was redirected to our
Clinic for the determining of the further
therapeutic conduct.

The current clinical examination reveals the
presence of well-defined post-bullous erosions,
with regular contour, round-oval shape, erythe-
matous nature, covered with adherent, painful
sero-hematous crusts, sometimes presenting
small, flaccid blisters, with serous citrine content,

Figura 1 si Figura 2. Aspectul clinic al leziunilor la internare (ian. 2020)

Figure 1 and Figure 2. Clinical appearance of hospitalization lesions (Jan. 2020)
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Figura 3 si Figura 4. Aspectul clinic al leziunilor pe parcursul interndrii (februarie 2020)
Figure 3 and Figure 4. Clinical appearance of lesions during hospitalization (February 2020)

Fiqura 5 si Figura 6. Aspectul clinic al leziunilor pe parcursul interndrii (martie 2020)
Figure 5 and Figure 6. Clinical appearance of lesions during hospitalization (March 2020)
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Figura 7 si Figura 8. Aspectul clinic al leziunilor la externare (aprilie 2020)
Figure 7 si Figure 8. Clinical appearance of discharge lesions (April 2020)

ovalare, acoperite de depozite albicioase, dure-
roase, localizate la nivelul mucoasei jugale;
aspectul Cushingoid (obezitate centripetd/
vergeturi rosii-violacee/facies pletoric, “in luna
plina”/ fragilitate cutanata, teleangiectazii).

Investigatiile paraclinice deceleaza: sindrom
inflamator, anemia normocromd normocitara;
glicemia, functia renald si hepaticd in limite nor-
male; sumar de urind patologic, urocultura fiind
negativd. La examenul bacteriologic din secretii
la nivelul eroziunilor se identificd pe parcursul
interndrii suprainfectia cu diferiti agenti pato-
geni: initial cu Staphylococcus aureus, Enterococcus
faecalis, ulterior cu Pseudomonas Aeruginosa si
Klebsiella pneumoniae. Investigatiile paraclinice si
examene histopatologice sustin diagnosticul
pozitiv.

Dat fiind faptul ca pacienta are aspect
Cushingoid si urmeazd tratament corticoterapic
sistemic timp de 2 ani (din 2018), s-a efectuat
consult Endocrinologic si profilul urmatorilor
hormoni: ACTH, TSH, FT4, FT3, cortizol, toate cu
valori normale.

Pe parcursul spitalizdrii pacienta a prezentat
multiple puseuri de leziuni buloase noi dispuse
la nivelul trunchiului si membrelor. De ase-
menea, a dezvoltat eroziuni post-buloase la
nivelul urechii externe bilateral si palpebral

with positive Nicolsky’s sign, located on facies,
trunk and limbs (Fig.1, Fig.2); well-defined,
round-oval erosions, covered by whitish, painful
deposits, located at the level of the jugal mucosa;
Cushingoid appearance (centripetal obesity/red-
purple stretch marks/plethoric facies, “in the full
moon”/skin fragility, telangiectasias). Para-
clinical investigations reveal: inflammatory
syndrome, normocytic normochromic anaemia;
blood glucose, kidney and liver function within
normal limits; pathological urine test, urine
culture being negative. At the bacteriological
examination of the secretions at the level of
erosions, overinfection with different pathogens
is identified during hospitalization: initially with
Staphylococcus aureus, Enterococcus faecalis, later
with Pseudomonas Aeruginosa and Klebsiella
pneumoniae.

Paraclinical investigations and histopatho-
logical examinations support the positive
diagnosis.

Given the fact that the patient has a
Cushingoid appearance and has been following
systemic corticosteroid treatment for 2 years
(since 2018), an Endocrinological examination
and the profile of the following hormones have
been performed: ACTH, TSH, FT4, FT3, cortisol,
all with normal values. During hospitalization,
the patient presented multiple bursts of new
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drept, motiv pentru care s-a efectuat consult de
Otorinolaringologie si Oftalmologie, ce reco-
mandd instilatii auriculare cu antibiotice si
dexametazond, iar la nivel ocular — picaturi lubri-
finate, Tobradex unguent la nivel conjunctival si
aplicarea de cremd cu dermatocorticoid cu
potentd micé la nivel palpebral.

Pe parcursul interndrii pacienta a urmat trata-
mentul sistemic cu antihistaminice, venotonice,
venotrofice, vitaminoterapie, medicatia patolo-
giilor asociate (antihipertensive). S-a initiat trata-
mentul cu antibiotice conform antibiogramei
initial cu Ciprofloxacind per os 500 mgx2/zi,
timp de 10 zile, ulterior cu Ampicilind per os 1
gx3/zi, timp de 10 zile.

In ceea ce priveste tratamentul patogenic, s-a
decis inlocuirea de Imuran cu Endoxan (Ciclo-
fosfamidd) initial 100 mg/zi, ulterior 150 mg/zi,
dar dat fiind manifestdrilor nefrologice (hema-
turia macroscopicd, sumar de urind patologic) si
sindromului febril s-a decis sistarea ultimului si
cresterea dozelor de Medrol la 32 mg/zi, in
asociere cu pulsterapie cu Imunoglobulina intra-
venos 5% - 4 cure la interval de 7 zile. S-au
efectuat 2 cure de Metilprednisolon 250 mg i.v. a
cate 10 zile, 2 cure cu Hidrocortizon Hemisuc-
cinat 200 mg i.v. a cate 7 zile. Topic, s-au aplicat
sicative, epitelizante cu antibiotice conform anti-
biogramei la nivelul eroziunilor post-buloase,
creme cu dermatocorticoizi la nivelul leziunilor
eritematoase, creme cu agent antimicotic la
nivelul pliurilor; dat fiind afectdrii suprafetei
intinse a tegumentelor s-au Incercat pansamente
cu Atrauman, Hydroclean Advance pentru
accelerarea epitelizarii.

Tratamentul sistemic si topic instituite au fost
asociate cu evolutia ondulanta a bolii, cu
perioade de alterarea importanta a stdrii generale
a pacientei, dar, iIn urma tuturor gesturilor
terapeutice, a fost remarcatd evolutia lent
favorabila a bolii.

Discutii si concluzii

Pemfigusul vulgar reprezinta o dermatoza cu
evolutie cronicd recidivantd, fard tendinta la
vindecare spontand. Evolutia si prognosticul bolii
raman rezervate, dar pot varia de la pacient la
pacient. Netratatd, afectiunea evolueaza in
puseuri succesive de gravitate crescinda, ducand
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bullous lesions located on the trunk and limbs.
She also developed post-bullous erosions on both
outer ears and on the right eyelid, which is why
she was referred to Otorhinolaryngology and
Ophthalmology, which recommended ear
instillations with antibiotics and dexamethasone,
and at the eye level - lubricated drops, Tobradex
ointment at the conjunctival level, and
application of low potency dermatocorticoid
cream on the eyelid.

During hospitalization, the patient followed
the systemic treatment with antihistamines,
venotonic drugs, venotropic drugs, vitamin
therapy, medication for associated pathologies
(antihypertensives). Antibiotic treatment was
initiated according to the antibiogram, initially
with Ciprofloxacin per os 500 mgx2/day for 10
days, then with Ampicillin per os 1 gx3/day for
10 days.

Regarding the pathogenic treatment, it was
decided to replace Imuran with Endoxan
(Cyclophosphamide) initially 100 mg/day, later
150 mg/day, but given the renal manifestations
(macroscopic haematuria, pathological urine test)
and the febrile syndrome, it was decided to stop
the latter and increase the dose of Medrol to 32
mg/day in combination with pulse therapy with
5% intravenous immunoglobulin - 4 courses
every 7 days. There were 2 courses of Methyl-
prednisolone 250 mg i.v. 10 days each, 2 courses
with Hydrocortisone Hemisuccinate 200 mg i.v.
of 7 days each. Topically, the following were
applied: dryers, re-epithelialization drugs with
antibiotics according to the antibiogram at the
level of post-bullous erosions, creams with
dermatocorticoids at the level of erythematous
lesions, creams with antifungal agent at the level
of the folds; given the damage to a large surface
of the skin, dressings were tried with Atrauman,
Hydroclean Advance to accelerate epithe-
lialization.

The established systemic and topical
treatments were associated with the undulating
evolution of the disease, with periods of
significant alteration of the general condition of
the patient, but, after all therapeutic gestures, a
slow favourable evolution of the disease was
noticed.

Discussions and conclusions

Pemphigus vulgaris is a chronic recurrent
dermatosis with no tendency to spontaneous




la exitus in 6 luni pana la 2 ani, datoritd com-
plicatiilor infectioase, hematologice, dezechili-
brelor hidroelectrolitice si proteice, casectice,
metabolice, neoplazice s.a [6]. Utilizarea cortico-
terapiei si a imunosupresoarelor in manage-
mentul PV a schimbat considerabil evolutia bolii:
prognosticul depinde in primul rand de
rdspunsul pacientului la corticoterapie si de
complicatiile legate de administrarea indelungata
a acesteia [7].

Corticosteroizii sistemici (CS) ca Prednison/
prednisolon raman terapia de electie, de prima
linie in managementul pemfigusului vulgar.
Inainte de a fi disponibild terapia imunosupre-
siva adjuvantd, s-au utilizat doze initiale foarte
mari de Prednison (> 2,0 mg/kg ), asociate cu
morbiditate semnificativd. Actual, doza reco-
mandatd de ghidurile de specialitate este de 1,5
mg/kg zilnic, timp de 2-3 sdptamani. La pacientii
fara raspuns, o fragmentare zilnicd a medicatiei
in 2-3 prize, poate fi utild. Odata controlatd
activitatea bolii se recurge la doza minima
eficientd de Prednison (5-10 mg/zi). Cu toate
acestea, multi pacienti raspund favorabil la doza
unicd de 0,5-1 mg/kg/zi in special, daca se
asociazd terapie adjuvantd imunosupresiva [3, 8].

CS administrati in puls-terapie (Metilpredni-
solon 15-20 mg/kg corp/zi, timp de 3 zile) poate
fi folosita pentru obtinerea mai rapida si eficienta
a controlului bolii [2]. Studii de specialitate au
demonstrat cd aceastd optiune de tratament nu
pare sd aibd un beneficiu fata de tratamentul
conventional de primd linie cu administrare de
Prednison/prednisolon per os asociati cu adju-
vanti imunosupresivi. Puls-terapia cu CS trebuie
rezervatd pacientilor cu forme severe si refractare
de boala [9, 10].

Terapia cu imunosupresive/imunomodula-
toare reprezintd o terapie adjuvantd cortico-
terapiei utilizatd pentru scdderea treptatd a
dozelor de corticosteroizi si pentru a minimiza
efectele adverse ale acestora. Ca medicamente
adjuvante corticoterapiei sunt folosite urma-
toarele:

e Imunosupresivele: Azatioprind (100-150
mg/zi), Micofenolat de mofetil (2-3 g/zi),
Ciclofosfamidd (100-200 mg/zi), Metotrexat
(25-50 mg/sdptamand), Ciclosporind (6 mg/kg
corp/zi), Clorambucil (4 mg/zi). in formele
active si extensive ale bolii se asociazd CS cu
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healing. The course and prognosis of the disease
remain uncertain, but may vary from patient to
patient. Untreated, the disease evolves into
successive outbreaks of increasing severity,
leading to exitus in 6 months to 2 years, due to
infectious, haematological complications, hydro-
electrolytic and protein, cachectic, metabolic,
neoplastic imbalances, etc. [6]. The use of
corticosteroid therapy and immunosuppressants
in the management of PV has considerably
changed the evolution of the disease: the
prognosis depends primarily on the patient’s
response to corticosteroid therapy and the
complications associated with its long-term
administration [7].

Systemic corticosteroids (SC) such as
Prednisone/prednisolone remain the first-line
therapy of choice in the management of
pemphigus vulgaris. Prior to the availability of
adjuvant immunosuppressive therapy, very high
initial doses of Prednisone (> 2.0 mg / kg) were
associated with significant morbidity.

Currently, the recommended dose by
specialist guides is 1.5 mg/kg daily for 2-3 weeks.
In unresponsive patients, a daily fragmentation
of the medication into 2-3 doses may be helpful.
Once the disease activity is controlled, the
minimum effective dose of Prednisone (5-10
mg/day) is used. However, many patients
respond favourably to a single dose of 0.5-1
mg/kg body-weight/day, especially if combined
with adjuvant immunosuppressive therapy [3, 8].

SC administered in pulse therapy
(Methylprednisolone 15-20 mg/kg body-
weight/day, for 3 days) can be used for a faster
and more effective control of the disease [2].
Specialist studies have shown that this treatment
option does not appear to have a benefit over
conventional first-line treatment with oral
administration of Prednisone/prednisolone per
0os in combination with immunosuppressive
adjuvants. Pulse therapy with SC should be
reserved for patients with severe and refractory
forms of the disease [9, 10]. Inmunosuppressive/
immunomodulatory therapy is an adjuvant
corticosteroid therapy used to gradually lower
corticosteroid doses and minimize their adverse
effects. The following are used as adjuvants in
corticosteroid therapy:

e Immunosuppressants: Azathioprine (100-
150 mg/day), Mycophenolate mofetil (2-3
g/day), Cyclophosphamide (100-200 mg/day),
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imunosupresive (Azatioprind — prima optiune).
Dupa obtinerea remisiunii, doza de Prednison se
scade treptat. Se recomandd Prednison 40 mg la
2 zile, asociat cu Azatioprina (100-150 mg/zi), ca
tratament de intretinere ;

e Plasmafareza - 3 sedinte/saptdmana;

e Fotochimioterapia extracorporald — se re-
comanda pentru formele corticorezistente;

e Imunoadsorbtia — permite eliminarea de
autoanticorpi patogeni prin adsorbtia pe un
ligand, metoda bazatd pe principiul cromato-
grafiei de afinitate [2, 8];

e Agentii biologici — Rituximab (MAB-
THERA), anticorp monoclonal ant CD20+,
actioneazd pe limfocitele B, precursoare ale
plasmocitelor producdtoare de anticorpi, astfel
determinand scdderea anticorpilor anti-desmo-
gleina tip 3; se administreaza intravenos (375
mg/m?) o datd/sdptdmand, timp de 4 sdpta-mani
cu repetarea curei peste 6 luni sau 1g x
2/sdptamand, timp de 2 sdptamani [2, 8, 11,12];

e Imunoglobulinele pe cale intravenoasa
(IGIV) se administreazd in doza de 2 g/kg
corp/per cura la interval de 2-5 zile, in total 4
cure, lunar. Efectul lor constd in inhibarea sintezei
de imunoglobuline si blocarea producerii de
autoanticorpi. Tratamentul trebuie efectuat pe
parcursul mai multor zile pentru a evita efectele
adverse, cum ar fi cefaleea si greata. Terapia cu
IVIG ar putea induce meningita asepticd la
pacientii care suferd frecvent de migrene si este
contraindicatd la cei cu deficit complet de IgA.
IGIV au demonstrat eficacitatea sa mai ales in
combinatie cu corticoterapia si imunosupre-
sivele, in cazul formelor refractare de boala [13,
14, 15].

Terapia topicd nu are semnificatie terapeutica
si evolutivd majord, ci se aplicd doar ca medicatia
suplimentard (sicative, dezinfectante, epiteli-
zante, corticosteroizi topic/intralezional, anti-
bacteriene, antialgice topice [11].
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Methotrexate (25-50 mg/week), Cyclosporine (6
mg/day) kg body-weight/day), Chlorambucil (4
mg/day). In the active and extensive forms of the
disease, SC is associated with immuno-sup-
pressants (Azathioprine - the first option). After
remission, the dose of Prednisone is gradually
decreased. Prednisone 40 mg every 2 days, in
combination with Azathioprine (100-150 mg/
day), is recommended as a maintenance
treatment;

e Plasmapheresis - 3 sessions/week;

e Extracorporeal photochemotherapy -
recom/mended for corticosteroid-resistant
forms;

e Immunoadsorption - allows the elimi-
nation of pathogenic autoantibodies by
adsorption on a ligand, method based on
the principle of affinity chromatography
[2, 8];

e Biological agents - Rituximab (MAB-
THERA), anti-CD20+ monoclonal anti-
body, acts on B lymphocytes, precursors of
antibody-producing plasma cells, thus
causing a decrease in antidesmoglein
3 antibodies; it is administered intra-
venously (375mg/m?) once/week, for
4 weeks, with the repetition of the cure
after 6 months or 1 g x 2/week, for 2 weeks
[2,8,11,12];

e Intravenous immunoglobulins (IVIG) are
administered at a dose of 2 g/kg body-
weight/per course every 2-5 days, a total
of 4 courses, per month. They inhibit
the synthesis of immunoglobulins and
block the production of autoantibodies.
Treatment should be carried out over
several days to avoid side effects such as
headache and nausea. IVIG therapy may
induce aseptic meningitis in patients with
frequent migraines and is contraindicated
in those with complete IgA deficiency.
IVIG have demonstrated their effec-
tiveness especially in combination with
corticosteroids and immunosuppressants,
in the case of refractory forms of the
disease [13, 14, 15].

Topical therapy has no major therapeutic and
evolutionary significance, being applied only as
additional medication (dryers, disinfectants,
epithelializers, topical/intralesional corticos-
teroids, antibacterial agents, topical analgesics)
[11].
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